AMENDMENTS TO THE CLAIMS : 

The following listing of claims will replace all prior versions and listings of claims in 
this application. 

1 . (Currently amended) A genetically modified cell or non-human organism comprising 
s uoh coU s said cell, comprising a modifi e d Blimp (PRDM 1) gone encoding a Blimp polypeptid e 
which whon o xpross e d produc e s Blimp (PRDM 1) or a functional or non - fimctional part, fona ^ 



hemolog or variant thereof co - expressed with a reporter mol e cul e and wh e r e in the pres e nc e of 

Blimp in th e c e ll is associated with a cellular phenot^p e and/or a commitment in the cell to 
t e rminally diff e r e ntiat e wherein the genetic modification comprises the insertion of a reporter 
molecule-encoding sequence into an allele of the endogenous Blimp (PRDM-1) gene thereby 
creating a modified Blimp allele, and wherein expression of a polypeptide comprising the 
reporter molecule fi:om the modified Blimp allele is under the control of endogenous Blimp 
regulatory elements . 

2. (Currently amended) The cell or organism of claim 1 , wherein the modified B limp gene 
allele encodes ^rBUfi^mvciS^k transcript comprising a Blimp coding sequence ef encoding a 



coding sequence. 

3 . (Currently amended) The cell or organism of claim [[2]]i, wherein the reporter molecule 
coding sequence is inserted within an intron of a Blimp allele. 

4. (Currently amended) The ceil or non-human organism of claim [[3]]i, wherein the 
modified Blimp allele is present in homozygous or hotcrozygoua form. 

5. (Currently amended) The cell or non-human organism of claim [[4]]1, wherein the 
modified Blimp allele is pr^ent in heterozygous form. 





' and a reporter molecule 
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6-7. (Canceled) 



8. (Original) The cell or non-human organism of claim 1 , comprising cells or genetic 
material derived from any organism such as man, non-hmnati primates, livestock, companion or 
laboratory test organisms, reptilian or amphibian species. 

9. (Original) The cell or organism of claim 8, derived from a laboratory test animal such as 
a rodent (including mice), guinea pig, pig, duck, rabbit or sheep. 

10. (Original) The ceil or organism of any one of claims 1 to 5, wherein the cell is a 
haematopoietic or embryonic cell. 

1 1 . (Original) The cell or organism of claim 1 0, wherein the cell is a haematopoietic cell. 

12. (Original) The cell or organism of claim 1 1, wherein the cell is a Ijmphocytic cell. 

13. (Original) The cell or organism of claim 12, wherein the cell is a cell of the lymphocyte 
lineage selected from a B-cell and a T-cell. 

14. (Original) The cell or organism of claim 13, wherein the B-cells are ASC. 

15. (Original) The cell of claim 14, which is a substantially purified population of ASC. 

1 6. (Original) The cell or organism of claim 1 3, wherein the T-cells are selected from CD4'^ 
T-cells and CDS"^ T-cells. 

1 7. (Currently amended) The cell or organism of any one of claims 1 to [[ 1 6]]5, wherein the 
detection of the reporter molecule is indicative of a cellular phenotype and/or commitment of a 
cell to terminally differentiate. 
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1 8. (Currently amended) The cell or non-human organism of any one of claims 1 to 11, 16 
fl Hd-17 1-5, wherein said cell is provided in the form of gametes or ES cells, and the organism is 
provided in the form of embryo s, gametes or ES cells . 

19. (Currently amended) The cell or organism of any one of claims 1 to [[1 8]]3, wherein the 
reporter molecule is a fluorescent or light emitting reporter molecule. 

20. (Currently amended) A method for phenotyping and/or monitoring a cell of the 
haematopoietic system comprising screening a genetically modified haematopoietic cell or non- 
human animal comprising s uch c e lls said cel l e e mprising a modifi e d Blimp g e n e e ncoding a 
Blimp protdn which when ojiproaaod co expr e sflcg Blimp or functional or non functional part, 
fnrm hnmr.1f i g nr vnrimit th a r a nf ntid n reporter mol e oul e. wherein the genetic modification 
comprises the insertion of a reporter molecule-encoding sequence into an allele of the 
endogenous Blimp (PRDM-1) gene thereby creating a modified Blimv allele, and ex pression of a 
polypeptide comprising the reporter molecule from the modified Blimp allele is under the control 
of endogenous Blimp regulatory elements, and w herein detection of reporter activity is indicative 
of a cellular phenotype and/or commitment of the cell to terminally differentiate. 

2 1 . (Original) The method of claim 20, wherein the haematopoietic cell is a cell selected 

from B-cells, T-cells, dendritic cells, macrophages, natural killer cells, granulocytes, 
erythrocytes, eosinophils, megakaryocytes, bone marrow, splenic, dermal, or stromal cells and 
their precursore and derivatives. 

22. (Currently amended) The method of claim 20 of^, wherein phenotyping and/or 
monitoring of cells is achieved by cytometric analysis of a fluorescent or li^t emitting reporter 
molecule. 

23 . (Original) The method of claim 20, fiirther comprising isolating or selecting cells which 
exhibit reporter activity or changes in reporter activity or level from among cells which do not 
exhibit reporter activity. 
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24. (Original) The method of claim 23, wherein the isolation of reporter-active cells is by 
flow cytometry, laser scanning cytometry, chromatography and/or other equivalent procedure. 

25. (Original) The method of claim 23, further comprising selecting reporter-active cells 
using fiirther selection markers. 

26. (Original) The method of any one of claims 20 to 25, wherein the cells are ASC 
identified or isolated in a population of cells of a B-cell lineage. 

27. (Original) The method of any one of claims 20 to 25, wherein the cells are 
activated/terminally differentiated T-cells identified or isolated in a mixed population of T-cells. 

28. (Withdrawn) A method for testing the antigenicity or immunogenicity of a vaccine, the 
method comprising; 

(i) administering the vaccine to a genetically modified haematopoietic cell or non- 
human animal comprising such cells wherein the cell or organism comprises a 
modified Blimp-l gene which encodes a Blimp polypeptide which when 
expressed produces Blimp or a part or fragment or functional form thereof co- 
expressed with a rqjorter molecule; and 

(ii) testing the cell or organism for the reporter molecule the presence of which is 
indicative of the ability of the vaccine to induce terminal differentiation in 
haematopoietic cells. 

29. (Withdrawn) The method of claim 27, wherein the presence of reporter activity is 
indicative of the ability of the vaccine to promote terminal differentiation in T-cells and/or B- 
cells. 

30. (Cvirrently amended) A m e thods method for in vitro or in vivo screening for agonists or 
antagonists of terminal differentiation in haematopoietic cells comprising exposing one or more 
ftgeBfe ^agents to a genetically modified cell or non-human animal comprising such cell ss aid cell, 
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wh e rein th o coll or organism compriacG a modified Blimp - 1 gon o which e ncod e s a Blimp 
polyp e ptide which wh e n e xpressed proditcos Blimp or a part or fragment or functional form 
th e r e of co e xprcos o d with a r e porter molecul e wherein the genetic modification comprises the 
insertion of a reporter molecule-encoding sequence into an allele of the endogenous Blimp 
(PRDM-U gene thereby creating a modified Blimp allele, and extjression of a polypeptide 
comprising the reporter molecule from the modified Blimp allele is under the control of 
endogenou s Blimp regulatory elements : and testing the cell or organism for the presence or a 
change in the level of the reporter molecule the presence of which is indicative of the ability of 
the one or more ag^t/ sagents to agoniac or antagonis o act as agonists or antagonists of terminal 
differentiation. 

3 1 . (Currently amended) The method of claim 20, 28 or 30, wherein th e cell oomprisos a 
said m odified Blimp gone Qncoding a Blimp allele encodes an m RNA transcript comprising a 
Blimp coding sequence or encoding a fimotional or non - fimctional part, form, homolog or 
variant ther e of and a reporter molecule coding sequence. 

32. (Original) The method ofclaim 31, wherein the reporter molecule coding sequence is 
inserted within an intron of a Blimp allele. 

33. (Currently amended) The cell or non-human organism of claim [[32]]31, wherein the 
modified Blimp allele is present in homozygous or het e rozygous form. 

34. (Currently amended) The method ofclaim [[33]]31, wherein the modified Blimp allele is 
present in heterozygous form. 

35-36. (Canceled) 

37. (Currently amended) The method of claim 3 1 wherein the cells , the modified Blimp 
allele or the reporter gene is or gon o tic mat e rial ar e derived from any organism such as man, non- 
human primates, livestock, companion or laboratory test organisms, reptilian or amphibian 
species. 
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38. (Original) The method of claim 37, wherein the laboratory test organism is selected from 
a rodent (including mice), guinea pig, pig, duck, rabbit and sheep. 

39. (Original) The method of claim 31, wherein the cell is a cancerous or non-cancerous 
haematopoietic or embryonic cell. 

40. (Original) The method of claim 39, wherein the cell is a lymphocytic cell, 

41 . (Original) The method of claim 40, wherein the lymphocytic is selected from a B-celi 
and a T-ceil. 

42. (Original) The method of claim 41 , wherein the B-cells are ASC. 

43 . (Original) The method of claim 41, wherein the T-cells are selected from CD4^ T-ceils 

and CD8^ T-cells. 

44. (Currently amended) A targeting vector comprising a comprising a modified Blimp 
(PRDM-1) gene encoding a Blimp polypoptido which whon expressed in a targ e t ooll produ o o s 
B timp (PRDM - 1) or a ftinotional or non - fiinotionol port, form, homolog or variant ther e of co - 
c}i:pro5G o d with a r e porter moloculo characterized by the insertion of a reporter molecule- 
encoding sequence into a native Blimp (PRDM-l) gene, wherein expression of a po ly peptide 
comprising the reporter molecule from the modified Blimp gene is under the control of 
endogenous Blimp regulatory elements . 

45. (Cuirentiy amended) The targeting vector of claim 44, wherein the modified M mp gene 
encodes a BUmp -aii mRNA franscript comprising a Blimp coding sequence or encoding a 
functional or non ftmctional part, form, homolog or variant thereof and a reporter molecule 
coding sequence. 

46. (Original) The targeting vector of claim 45, wherein the reporter molecule coding 
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sequence is inserted within an intron of a Blimp allele. 

47. (Original) The targeting vector of claim 44, wherein the reporter molecule is a GFP. 
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